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Tl - Azithromycin suppository and ointment 

- As locally applied medicine, Azithromycin suppository consists of 
Azithromycin 5-50 wt% and suppository matrix50-95 wt% and 
Azithromycin ointment of Azithromycir0.5-20 wt% and ointment 
matrix 80-99.5 wt%. Owing to the wide autiseptic spectrum and 
strong antiseptic capacity, the said suppository and ointment can 
produce medicinal effect directly without irritation to gastrointestinal 
tract, biochemical reaction in liver and toxic side effect to liver The 
present invention is effective medicine for curing various VTD's. 
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Tl - Locally applied medicine, useful in the treatment of VTD's 

comprises azithromycin and either suppository matrix or ointment 
matrix 
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AB - CN1 1 86666 NOVELTY - Locally applied medicine, comprises either 

- (1) azithromycin (5-50 weight% (wt.%)) and suppository matrix 
(50-95 wt.%); or 

- (2) azithromycin p.5-20 wt.%) and ointment matrix 00-99. 5 wt.%). 

- USE - The medicine is used for curing various VTD's. 

- ADVANTAGE - Owing to the wide antiseptic spectrum and capacity 
the medicine can produce medicinal effect without irritation to 
gastrointestinal tract or biochemical reactions or toxic side effects to 
the liver. 
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[54] Title of Invention Azithromycin Effervescent 
Tablet for the Vagina 

[57] Abstract 

The invention relates to an azithromycin 

effervescent tablet for the vagina that is specially 

designed for gynecological diseases. The effective 

component is azithromycin, which is 250.0 grams 

per 1000 tablets when the drug is anhydrous. The 

dosage form ingredients include 200.0g tartaric 

acid, 150.0g sodium bicarbonate, 400.0g starch, 

200.0g cellulose microcrystalline, 12.0g talc 

powder. Or the formula may include 500g 

azithromycin and proportionally reduced 
ingredients. The vaginal effervescent tablet 
containing 250mg or 500mg per tablet is prepared 
according to the formula and routine preparation 
process. This invention boasts a reasonable 
formula and preparation process. With good 
stability and notable curative effects, the product is 
particularly suitable for women with cervicitis, 
vaginitis, gonorrhoea, and complex infections. 
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Claims 



1. An azithromycin vaginal effervescent tablet is characterised by effective components and 
dosage form ingredients according to formula (1), which is calculated based on 1000 
tablets: 

5 Azithromycin (calculated according to anhydrous 250.0g 
azithromycin) 

Tartaric acid 200. Og 

Sodium bicarbonate 1 50.0g 

Starch 400.0g 

Cellulose microcrystalline 200. Og 

10 Talc powder 12.0g 
Or according to formula (2), which is calculated 
based on 1000 tablets: 

Azithromycin (calculated according to anhydrous 500. Og 
azithromycin) 

Tartaric acid 148.0g 

Sodium bicarbonate 1 1 1 .Og 

15 Starch 296.0g 

Cellulose microcrystalline 148.0g 

Talc powder 9 0g 

Alcohol is added as an adhesive during preparation according to formula (1) or (2). A vaginal 
effervescent tablet containing 250mg or 500mg azithromycin is prepared according to the routine 
preparation process for effervescent tablets. 



20 2. According to Claim 1, the azithromycin effervescent tablet comprises 500ml of 95% 
alcohol. 



99-07-21 
Specification 



Azithromycin Vaginal Effervescent Tablet 

atypical pneumonia, bacterial p^^iTh^.tT^ *""*' ° f Chronic bronchi «*. 
gonorrhoea, ^n-^n^^T^H^rT'" 0 ^^ 
infections of gonococci and chlamXoan fa °™ '^"ozoan '"fection, and complex 
•5 most common sexuaHy ^TJ^ncZ^Zl ™ 

trachoma chlamydozoan infection of the „rin„, j , gonorrhoea patients have 

for hoth pathogens, and has bten ,i ^TZ£K I'Cl^T^ " 
practice. rSt cllolce for these ^nds of diseases in clinical 

20 vaginal effervescent tablets a, home ^t! 5 ^ " "° KfM ™ nM ° » azithromycin 
absorbed into the blood via the ^^1! S ^ 8 ' «™S* should be 
through blood circulation thus eSvL L 'T , ' °*«°uted in the whole body 

One report related that wn^fa^^ SES. ST " ^ f ° f infeC, '°" 
.a absorbed via the gastrointestinal tract while L T,h. a2 '*hromyc.n tablets or capsules 

great loss. (Foulds Q e, al TheThlZ^ ? - J™ SeCre ' Cd V " r °' which »«' cause 
tissues. Journal of AnLcmoia^Ch'JZe^yT^ It^T? i**™ «» - 
water injection, the drug can directlv enter L m ? < PP A ' ): 73 " 82) - to * e f °™ of 
absorption. A.though blood coneen r Ion TJ£ T " Wi * h ° U ' «-™i„,esti„al 

25 infection ,„ p,ay their due role, e^My in tne'ca* Tot a T *" «" Si * S ° f 

many peopfa suffer from gasfroinLinal d "ealos Tzl! ' 0 g '° ' nfla ™"°»- 
gastrointestinal tract, and thus causes much Z Tmfot a 7*"" " ' ^ S "' mU,us to ,he 
greater burden on the liver and kidneys SC ° mf0rt ° ral or ' me «'on drugs will also place a 
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Azithromycin in the present dosage form can therefore hardly be effected as predicted, 
despite the fact that the drug itself has good curative effects in gynecological inflammation or 
contagious diseases. Therefore, it leaves a void in the present techniques. 

5 The invention aims to use azithromycin, the new broad-spectrum antibiotics that are 

specially designed for gynecological diseases, at localized sites in the form of a vaginal 
effervescent tablet, so that the drug will exert maximum curative effects. The product is suitable 
for various inflammatory or sexually transmitted diseases in gynecology. 

In consideration of the fact that azithromycin comprises 2 crystal H 2 0, and the friability of 
the tablet is likely to be high, the inventor adds more ingredients to the product. Based on the 
related requirements for vaginal effervescent tablets in Chinese pharmacopoeia, the PH value of 
its water solution should be slightly acidic, and gas can be emitted at a suitable volume. 
Conditions are selected regarding fluidity, compressibility, and foam according to the physical 

10 and chemical properties of the main gradient. After much research and tests, and selection of 
various formulae, two formulae are finally selected with hygroscopic starch and 
microcrystalline cellulose as the filling agent, talc powder as the flow aid and anti-tackiness 
agent, tartaric acid and sodium bicarbonate as an effervescent agent. The prescriptions are 
simple, reasonable, and steady, which are suitable for industrial production and meet the 
requirements of the preparation process and properties of the final products. Several major 
descriptions are listed in Table 1 (calculated according to the volume of 1000 tablets). 

15 



Table 1 



Serial 
\ Number 

Raw 

Materials 

And N. 

inpreditfnts \ 


1 


2 


3 

(this 
invention) 


4 
(this 
invention) 


5 


6 


7 


Azithromycin 


250 


250 


250 


500 


250 


250 


250 


Citric Acid 


200 














Boric acid 




200 












Tartaric acid 






200 


148 


200 


200 


200 


Starch 


400 


400 


400 


296 




600 




Lactose 










600 






Sodium 
bicarbonate 


150 


150 


150 


111 


150 


150 


150 


Microcrystalline 
cellulose 


200 


200 


200 


148 






600 


95% alcohol 


Suitable 
volume 


Suitable 
volume 


Suitable 
volume 


Suitable 
volume 


Suitable 
volume 


Suitable 
volume 


Suitable 
volume 


Talc powder 


12 


12 


12 


9 


12 


12 


12 


Foaming volume (ml) 


>6 


<6 


>6 


>6 


>6 


>6 


>6 


Others 


Hygroscopicity 
and mucosity 


Low and 
slow gas 
production 


No 

hygroscopicity 
or mucosity 


No 

hygroscopicity 
or mucosity 


Hygroscopicity 
and mucosity 


Poor 
compressibility 


Rough plate 
surface 
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It can be seen from Table 1 that the use of citric acid easily absorbs moisture, the use of boric 
acid produce gas slowly, and the single use of starch, lactose, or microcrystalline cellulose results 
n defected tablets. Whereas the combined use of starch and microcrystalline cellulose can better 
solve problems like mo.sture absorption, mucosity, and surface smoothness. Therefore the 
invention adopted formulae 3 and 4. ' 

The invention has two formulae: formula (1), which is calculated based 

on the preparation of 1000 tablets 

Azithromycin (calculated according to anhydrous azithromycin) 
Tartaric acid 
Sodium bicarbonate 
Starch 

Cellulose microcrystalline 
Talc powder 
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250.0g 
200.0g 
150.0g 
400.0g 
200.0g 
12.0g 



adhes1v S es! tabIe VOlUmC * '** * **** the pr ~" P rocess - 

In the above-described formulae, azithromycin is the main gradient that -plays a 
pharmacological role, while others are matrix ingredients in dosage form - 
The invention also adopts formula (2): 

Azithromycin (calculated according to anhydrous azithromycin) 500 0e 

Tartaric acid ' B 

Sodium bicarbonate , ° 8 

Starch 1110 8 
Cellulose microcrystalline ^'J? 8 

Talc powder 148 0g 
" 9.0g 

1212.0g 
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A suitable volume of alcohol (500ml) is added during the preparation process as adhesives. 

The final product contains 250mg or 500mg azithromycin per tablet when prepared 
according to the above prescription and routine preparation process of effervescent tablets. 
5 Usage: 1-2 tablets, 1/d 

The content of azithromycin, the effective component of the invention, is determined 
according to high-efficiency liquid-phase chromatography (Chinese Pharmacopoeia, 1995 
Version, Volume 2, Appendix VD). 

Azithromycin vaginal effervescent tablets can degrade after water absorption and gas 
production, and directly play a pharmacological role at localized sites at high concentration. 
With a strong broad-spectrum antibacterial role, the drug is particularly suitable for women 
with cervicitis, vaginitis, gonorrhoea, and complex infections. The effervescent tablet can avoid 
10 discomfort of the gastrointestinal tract like diarrhoea, abdominal pain, nausea, vomiting, and 
malabsorption caused by oral drugs, and is convenient for the patients to use with better 
curative effects. 

Acute toxicity test: LD 50 is 5564.0mg/kg (5 139.7-6023 .29mg/kg) when raw material of 
azithromycin is administrated via stomach lavage. And LD50 is 1144.87mg/kg 
15 (1034.16~1267.43mg/kg) and 983.2mg/kg (804.2-1 116.89mg/kg) respectively when raw 
materials and vaginal effervescent tablets of azithromycin are administrated via intraperitoneal 
injection. 

333.3mg/kg of azithromycin vaginal effervescent tablets administered at a time in the 
vagina of a rabbit is equivalent to 66.7 times of human volume, with no apparent toxic reaction. 
20 After 15mg/kg of azithromycin vaginal effervescent tablets is administered at a time or 

continuously in the vagina of a rabbit, no sign of congestion, redness, or swelling is observed in 
the mucosa of the vagina. 

The above experiments indicate that it is feasible to use azithromycin vaginal effervescent 
tablets in humans. 

The example below is listed for further illustration. 

<Example 1> According to the above described formula (1), material drugs (filtered with a 
120-mesh sieve) and ingredients like tartaric acid, sodium bicarbonate, natrium, starch, and 
25 microcrystalline cellulose (filtered with a 100-mesh sieve) were weighed and mixed evenly. 
Soft material is prepared following the addition of 500ml alcohol, and then filtered with a 
10-mesh sieve to make granules. The granules were baked and dried at 55~65°C, organized 
with a 10-mesh sieve, and then mixed evenly with talc powder. After the content and tablet 
weight calculation, the mixture was pressed into tablets weighing approx. 1 .2g at 0 1 5mm. . . . 

In the above example, sources and quality standards of raw material and ingredients are: 
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Azithromycin: Shijiazhuang First Pharmaceutical Plant. Meets the standards set by the 
Ministry of Health. 

Tartaric acid: Beijing Chemical Plant. Meets the standards in the 1995 version of Chinese 
Pharmacopoeia. 

Sodium bicarbonate: Tianjing Central Pharmaceutical Plant. Meets the standards in the 
1995 version of Chinese Pharmacopoeia. 

Starch: North China Pharmaceutical Plant. Meets the standards in the 1995 version of 
Chinese Pharmacopoeia. 

5 Microcrystalline cellulose: Shandong Liaocheng Pharmaceutical Plant. Meets the 

standards in the 1995 version of Chinese Pharmacopoeia. 

Alcohol: Beijing Chemical Reagent Plant. Meets the standards in the 1995 version of 
Chinese Pharmacopoeia. 

Talc powder: Shanghai Plant of Drug-use Ingredients. Meets the standards in the 1995 
version of Chinese Pharmacopoeia. 
<Example 2> Raw material and ingredients were weighed according to formula 2. Others 
were the same as example 1 . 



6 



